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REMARKS 

Applicant requests that the Examiner enter the foregoing amendments. Applicant 
submits that the amendments place the case in condition for allowance, or, alternatively, in 
better form for appeal. 

Upon entry of the foregoing amendment, claims 1 -7, 1 0-1 5, and 5 1 are pending in the 
application, with 1 and 51 being the independent claims. Claims 1 and 51 have been 
amended. Support for the amendment to the claims is found in the specification at paragraph 
[0039]. These changes are believed to introduce no new matter, and their entry is respectfully 
requested. 

Based on the above amendment and the following remarks, Applicants respectfully 
request that the Examiner reconsider all outstanding objections and rejections and that they be 
withdrawn. 

Rejections Under 35 U.S.C. § 103 

Claims 1-7, 10-15, and 51 have been rejected under 35 U.S.C. § 103(a) as allegedly 

being unpatentable over Casper (U.S. Patent No. 5,108,995). (Office Action, page 2). 
Applicants respectfully traverse this rejection. 

The Examiner alleges that Casper teaches the use of an estrogen and progestin 
compound for the disclosed treatment and that the ordinarily skilled artisan would rely on his 
general knowledge of known estrogens and progestins and therapeutic amounts to practice the 
invention disclosed by Casper and claimed by Applicant. (Office Action, page 3). 

Applicants respectfully disagree. As stated in the recently published Examination 
Guidelines for Determining Obviousness, "the Supreme Court reaffirmed the familiar 
framework for determining obviousness as set forth in Graham v. John Deere Co...." 
(Examination Guidelines for Determining Obviousness Under 35 U.S.C, 103 in View of the 
Supreme Court Decision in KSR International Co. v. Teleflex Inc. Federal Register Vol. 72, 
No. 195, 57526-57535, 57526). Hence, and as long established under that framework, to 
establish a prima facie case of obviousness, three requirements must be satisfied (M.P.E.P. § 
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2 3 43). First, the prior art relied upon, coupled with the knowledge generally available in the 
art at the time of the invention, must contain some suggestion or incentive that would have 
motivated the skilled artisan to modify a reference or to combine references. In re Oetiker, 24 
U.S.P.Q.2d 1443, 1446 (Fed. Cir. 1992); In re Fine, 837 F.2d at 1074; In re Skinner, 2 
U.S.P.Q.2d 1788, 1790 (Bd. Pat. App. & Int. 1986). Second, the proposed modification or 
combination of the prior art must have a reasonable expectation of success, determined from 
the vantage point of the skilled artisan at the time the invention was made. See Amgen, Inc. v. 
Chugai Pharm. Co., 927 F.2d 1200, 1209, 18 U.S.P.Q.2d 1016, 1023 (Fed. Cir. 1991). Third, 
the prior art reference or combination of references must teach or suggest all of the 
limitations of the claims. See In re Wilson 424 F.2d 1382, 1385, 165 U.S.P.Q. 494, 496 
(CCPA 1970) ("AH words in a claim must be considered in judging the patentability of that 
claim against the prior art"). In the present rejection, Casper does not teach or suggest all of 
the limitations of the claims and the Examiner has not shown the requisite suggestion or 
incentive that one of ordinary skill in the art would have had to modify the teachings of 
Casper in order to carry out the methods of the present invention exactly as claimed. Thus, 
the Examiner has failed to make a prima facie case of obviousness. 

The present claims as amended are directed to methods of treating vasomotor 
symptoms, comprising administering continuously and uninterruptedly a dose of a therapeutic 
amount of an estrogenic compound to a subject; administering continuously and 
uninterruptedly a dose of a therapeutic amount of a progestin agent to a subject for about 7 to 
about 120 days; and administering continuously and uninterruptedly a second dose of a 
therapeutic amount of a progestin agent at a later time period to the subject for at least about 
two weeks, said second dose comprising a lower dosage of said therapeutic amount of a 
progestin agent than said first dose. As disclosed in the present specification, the first dose of 
progestin is sufficiently high and for a sufficient length of time {i.e., about 7 to about 120 
days) to establish a nonproliferative endometrium and the second dose is sufficient to 
maintain the nonproliferative endometrium. (Specification, paragraph [0039]). 

In contrast, Casper discloses a very different method. The Casper method involves 
repeatedly alternating combinations of estrogen and progestin that are either estrogen- 
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dominant or progestin-dominant. (Column 7, lines 14-29). Each combination is administered 
for one to five days, preferably three days, and the alternating treatments are repeated for a 
total of 21 or 24 days. (Column 8, line 64 to column 9, line 3). Thus, Casper does not teach 
administering a first dose of progestin for about 7 to about 120 days or a second dose of 
progestin for at least about two weeks. 

Furthermore, Casper teaches that an estrogen -dominant phase is needed to stimulate 
endometrial growth and an increase in progestin receptors in order to make the endometrium 
more sensitive to subsequent progestin activity. (Column 7, lines 30-36). This is in contrast 
to the presently claimed methods in which the progestin doses are sufficient to establish and 
then maintain a nonproliferative endometrium, i.e., the method does not include an estrogen- 
dominant phase. 

Neither Casper nor general knowledge in the art provides any teaching or incentive to 
modify the method of Casper to lengthen the time of administration of a first dose of 
progestin to about 7 to about 120 days or to lengthen the time of administration of a second 
dose of progestin to at least about two weeks. Similarly, neither Casper nor general 
knowledge in the art provides any teaching or suggestion to modify the method of Casper to 
eliminate any estrogen-dominant phases. In fact, Casper actually teaches away from the use 
of regimens with no estrogen-dominant phase as Casper discloses that progestin-dominant 
methods result in breakthrough bleeding and adversely affect the positive health benefits of 
estrogen administration. (Column 6, lines 5-15). Thus, Casper does not teach or suggest all 
of the limitations of the claims and the Examiner has not shown the requisite suggestion or 
incentive that one of ordinary skill in the art would have had to modify the teachings of 
Casper in order to carry out the methods of the present invention exactly as claimed. 

It is respectfully requested that the rejection of claims 1-7, 10-15, and 51 under 35 
U.S.C. § 103(a) be withdrawn. 
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CONCLUSION 

Accordingly, Applicant submits that the present application is in condition for 
allowance and the same is earnestly solicited. The Examiner is encourage to telephone the 
undersigned at 919-854-1400 for resolution of any outstanding issues. 

Respectfully submitted, 




Registration No. 50,211 

USPTO Customer No. 20792 

Myers Bigel Sibley & Sajovec 
Post Office Box 37428 
Raleigh, North Carolina 27627 
Telephone: 919/854-1400 
Facsimile: 919/854-1401 
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